Background and Aim-WDR13 -a WD repeat protein, is abundant in pancreas, liver, ovary and 16 testis. Absence of this protein in mice has been seen to be associated with pancreatic -cell 17 proliferation, hyperinsulinemia and age dependent mild obesity. Previously, we have reported that 18 the absence of WDR13 in diabetic Lepr db/db mice helps in amelioration of fatty liver phenotype 19 along with diabetes and systemic inflammation. This intrigued us to study direct liver injury and 20 hepatic regeneration in Wdr13 -/0 mice using hepatotoxin CCl 4.
Introduction Gene
Sequence ( peroxidation and inflammation in WDR13 deficient mice. The mutant mice did not differ 161 significantly from the wild type counterparts in all the above parameters ( Supplementary Fig 1) ; 162 though the liver/body weight ratio in Wdr13 -/0 mice was found to be lower than that in Wdr13 +/0 163 mice (Fig. 1c ). The mutant mice had lower number of actively dividing hepatocytes, as revealed 164 by Ki-67 immunostaining of the liver sections ( Fig. 1a,b) , indicating that the liver of Wdr13 -/0 mice 165 has slower regeneration. To further understand the reason for slow regeneration of Wdr13 -/0 livers, 166 we analysed the expression level of cell cycle genes. Lower protein levels of Cyclin D1 and Cyclin 167 E, key molecules for cell cycle G1/S transition, and higher protein level of p53 (anti-proliferative 168 gene) were observed in the liver of Wdr13 -/0 mice ( Fig. 1d,e ). Wdr13 -/0 hepatocytes are more susceptible to CCl 4 (Fig. 4a ), as seen by reduced cell viability at 213 even the lowest concentration of CCl 4 (0.05mM).
214
To analyse the genes in the PPAR pathway in primary hepatocytes, Wdr13 +/0 and Wdr13 -/0 215 hepatocytes were treated with 0.1M CCl 4 for 24 hours and then harvested for total RNA isolation Dgat2) in Wdr13 -/0 hepatocytes (Fig. 4b ).
219 administered Wdr13 +/0 and Wdr13 -/0 mice and observed no significant difference in these 226 parameters (Fig. 5a,b) . Obesity-induced insulin resistance is considered to be a prime inducer of 227 hepatosteatosis [25] . Thus, we examined insulin responsive genes in the liver, namely, Glut4 and Wdr13 -/0 mice and found no significant differences (Fig. 5c ). Taken together, these results 234 indicated that the observed hepatic hypertriglyceridemia was more likely due to de novo 235 lipogenesis in Wdr13 -/0 mice rather than due to systemic absence of Wdr13 gene in tissues other 236 than the liver. 
